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Oairn Rejections- ~ 35 I SC §112. .second Paragraph 

us i ! - r havo b-eu> -ejected under ^ II S C. $112. seeota! tMragtnph, as kw 
'vo^e?- psev.-mir^ pbPdef apgicpjaois ;n a paoea: a;>d :p.-U\^:5k pi tk'ies 

e.;<\! u»htbit!i:*> pLtroIor jgpeyuUua ;n a { ,atvn\ Uii i^Alniiy requested 
u-i! k- viihdrawr «a h;iht oi this amene'toem 

Oaim Rejections - New Matter 

Claims 11-17 have been rejected as foiling to comply with the written description 
rev:nuvnvT, < u ^ .vmaumv fkw ouUer The cnoe^K.hrse'u <»? e'.um H ptoujed berewnh sn 

> - .rfw^d ««% ise v^KCt e s aPe- <\ tho sjxvifvjttoo: on page 6, at lines 21-23: and from 
page 7 at line 29 shrough page 9 at line 24. Also, it b established that a recitation in a claim 
need not be found verbatim is the specification, it mmt fmd support in the specification. /« ?r 
Athhrw ivVPA I 5 "";--. 47: { /\| i^-, j-y, >: S i>q He?c j ir . ; ^p^n ;x e... Pd tlv 
sre- i'w :s -r t;s pU<.es beje y-Jw\v.- J \wv>sdr;pU w -JkKiv,.:: o: :hs,~ \ jo.-.t ^ 

Claim Rejections - 35 USC §112, First Paragraph 
o ^ u r v ^ 1 „ a <• v * ( ■* s >i ^ 

esubkd. k t;se,iiVio^tc The maiem! in the speufsealmis t\ At e; ^peuts.ask Join- >at. a 

herein above provides clear support for the present invention providing a method for 

ve^ e ^ pV, e, v jk j^w \u a ooLnXc o « \ on cnkO' ko A„o ^.\f v ^ 

5 ! ! . 1 is jss <• 0 t, t ,)LS\ti f l ttOj htt ' f \ v. v p f 

' f » \ I pit l< Mint. „ V I illu > l\ , t _ 



nsefikv 



Ressxrtsxe mm Mv Hi. V-fX)6 

» ^ v S I ■'V 

\ >U aiKS r \ <. i Hudf l < n Ik t i v. S >. 

- x N N ^ v «. 4i u u i 1. 1 j K tnii v >i jo "s v. >. ~ v f 

s * { ! < ' i 5 n iiii MnntJ |v \ , t * - 

currently amended are enabled for the reasons given below, and tntdue experimentation 
would not he required for a person of ordinary skill to practice the claimed invention. 

The Wands factors to be considered in determining whether a disclosure would 
require undue experimentation include: v5 (i) the quantity of experimentation necessary. (2) 

e . s \ as, ' , < tl w v(\ti.v < ^ l r \ *ese\.e o. a ^sen o o \^ ^ s*t 

examples. (4) the nature of the invention. (5) the state of the prior an, (6) the relative skill of 
those in the art, i"7) the predictability or unpredictability of the art. and {8} the breadth of the 
claims;* in re Wands, 858 F.2d 73L737; 8 USFQ2d 1400. 1404 (Fed. Cir. 1988). 

FvO e 1 ^Vvts-iu . ,< e t^J da j ^ { kU is o ,s ei\*> i 

1} Mature of the Invention & Breadth of the Claims 

r he etaevss a* amended ,ne dravui to a method of mh)httm*> oUtckt :*ggtvgaeoa m a 
patieat in seed thereof. The specification provides experimental data in the form of a table 

> ^ 'I N - vt v„ f «<}t-> sf, v p, nil V~ ^ 1 t\ .s^"- ' 

< > * * ' • - ..\ . .ii.' i v n v s , o ,\j ,ni. !* , > j x 

e.stens'un et this demorstf,rkd ',>.» a<u) platelet uguveation inhibition to the similar inhibition 
in a patient in need of inhibition of platelet aggregation. 

~ 'VV < -so mi h \it e !*\h \, \ < v to 

or- Guidance Presented & Presence or Absence of Working Examples 
The Office has asserted that the ketoiides of the invention are working according in 
this claimed invention according to a syllogism presented on page 6 in the current Office 

treating atherosclerosis is based solely on the mtx-ChUxmydm pfteimionim activity of the 
ketoiides; 1 These assertions are incorrect. Trie in vitro platelet aggregation assay data 
presented hi the spec'f'ieation clearly sfosw that the subject ketahdes directly inhibit platelet 
aggregation. The lisshy did not b\\ > .<! \ e the nse of Chiamxdhi pmumoaUii- f n earn me it euL 
Weojdingis the sOk^m d<vs j,„t apply ttt the damicd noer-m- fhe «Lib;0vt ketohdes 
have been found by the inveniofs to directly inhibit platelet aggregation As indicated on 
ga^c (« oftbv .NrsvT,e:;Ooa at Smes 2i -J 3. the ns\em\>ts trcoyju/cJ th.it "The kcMuies 



l-\o!cH^wrt a a rKmrscK-caiKui o>mp,m> Such a dutvM woubt hau- a sa^rtin^ <wtt 
biology pha, mac >ioi*W tOMoo'opjsU, and soromLiii ai die^is^ I hey v - -u\i K oajv * o 
oi n's sa < J. m f >> - os^ \s , > oi 'fvs. ,a>v -txu , ,\ . r Us nans. <• . -\ > <. 
absorption. .KnihkaoTi, nu.ibobsip and ehmmation (pharmaeok^ts* asp, wiets Lsts 
t;>*oooio f r;si^: and jps ;omji!LtU< Jcv ci..o ; --cn; r^<\k>d <sonin!t.):*o > abe-iMs-v 

x f -v fcKii ;vi,<m ^oi:id Sel: ii> hnJ n^kK^.-J d oai:o k\v;:- aca dos 
/noimts M naobea* usa ot tht Uamitdjnofkxj. v/uk «t ufkLr o\pe"»m.:fUoi)V{s ^«</b 
axp. miu ^t. ;\t \> -a! J V * h;j 0 p*o:iis\ ^imeJ oai. Lba :>i.: s s v.uout^.ii m-V^t.\ i ; x\ 
a skilled Derson. 

" " <. Ins < 1 '< \ fo vk uk.„ ( s ik <'> < ,e v\i \ > i\ ^ 

a;.^'j».i{:>-', ;Vsss a»o ^ npv Jsaabi. inat.sk ■ .uag panods , t t e,e- oi- -p ..uo«uai>_ 

R\.u'i\ ! 'b. d.os^on m t; lU/wb cueJ abou- md\ died Out fk tes$ M n hit ?\ ' isocisr 
o ^ : msemasjor*" '* is not mexeh i«xitHiUu\ a. sstke a eonsidoi abk- amount of 
ov:x-f .W5iu.t!v". po^niwHo ;f u !s nie^'S\ toarsiv j? the spouisc = os^'soss 
fr.-\Kk-» a E^av>naHo a^oum of gmd^e v>n>) K.vfnvt u« the dmorson m \-,\een the 

ni \ s. i , i \ j js ' t 

^xV-lK-as;^': p;o> Ue.s an assa> lot itshac ih. L.toUJt«- of :hc -n\^iti>>ii and iho O^k- 
no; >U>mon^;aL'a ihni the t ^vru^ts^! studies h&Utvj fnr se\erai yoars wouiaho "tiivlnc" 

o! (iaiinsst) of fc\pcut»oinat!Oo K-.x.vsmx 'v t>v I i«po UKU^aily o? the Aa 
i3 ( jKa;,\i abov. iiio icrsor bo- wyi;^ bo o ar^Ko ■ r- uinv^x in-- 

psopor Jos.vg „ ! oarrMJhr oi«: 11k iveihvd^<\% elv.nxed A-i l pLucb-t <nbJ uion bas 

Kor. pro\ bled vi shy sru-ifsoatx n, ->Md ike deM-k-jmienl ><-'d doM^p r^g in v« and suUahio 
^ ntnjld^on v (>r> au>i«mvrt tb^ jbusntx! nt-lhoJ \\ou!ti t>. pux^^ai to du pu^tr 
Ok- Offsco b,^ atod ihe \h,ei ictewn.c .is mdxedt^ diat ihe ei:^K\ o-i d-p^ ' klr.no o v,^s 
- f ^> u on ) U 4l h (, OdJ P N <s MB 

f ^ ^ 5 s - ^ di t * >j » ^ s c v ^ i ^ 

1 ^\ ^ £ tj, v ni t s a v nihis*- <-p t x i*i * 



! : I-. - Air,] KKVtci un-ler ^ i S (* *iU-H>» ls g . noon-a« \; K I o.;j;r 

u-J a S lijo UadUx reiuoiKvuMoh^jmctluta <Ureafmg m^t^i K 

^ < < r < * «. hi en. \)» <o u p < K* « - f{ , - s > v 

f, " v ^ <i"^Jtftaf n :s .jii inheres pr,.-,e;o t {J kn.':;.J«- t ' o; K..ulijs stM.iVbsr fLuos 
t p<j!C^is> si. HwoM-i. d ts refereixv >.Ws net |^v\ iJo an\ cWVme what, o o w nun 
platelet aggregation. The treatment of as infection of Chlamydia pneumoniae might prevent 

uoee rot t s \t b a j> effect .jmvt'v us pbtekt ajKsvg lt h* h is <i t mhewm tfonj LcidUx >ha? 

jespe^UuSly revested. 



•» v, i n e > -V iv . . ... \k - . i i , < . v ^ 

dk'-do-s *k;e sne Jjs>>rdci: an- rtkkd t-» mioUi.-i h> venous SvoKmusI i?s J pt^oao 
.'iiCTits. inub k ; ; t Vwk< r . h „,„, f iM does „,. s v.ich a»> o^\- vt^i so.- 

1 t s . i n n J t k o t to -o r ,„ ^ 

- 4 ' * HlJ.MIMIilJ ' ^ M v . .} ^ , , 

.it mhestm p;, T urs of the amikooe SU^mmuc d^s not show ,my kfetl on pLrvie; 
.ig^'^;rnoa ^uch as ih.ii J-vvt esed by she m%eifte*s >! *k ote^t-n: mxt'Sft'-m. uU< si o.f , 
- 5 > " (f iMt\ i iinhd n ! o «ivt nui i 

• f pU.kt afi!pi < c.Li..ii rnt m tine ivtetuKt' 1 he vothdrjv* j{ o; tb S v k\cc§;so5s is 
respectfuHy rcqiiesteU. 



CMm Rejections - 35 US€ §103 



^ i 5 ! j < I u * > 1 ^ t ^ o > 

et ai. {US. 5,424,18?) in view of Agottridas et al. (U.S. 5,747,467;. Sbor teaches methods for 
tv. inn, ^-ctsji JtLmuiad g;un Honwloas dsv^e a-ina embrc*n>ems Vayu^daa a\a a 
method of treating Chlamydia infections using ketolsdes. These references, taken singly or in 
combination, neither teach nor suggest the presently claimed mveatlon, since they do not 
^ v ^ \ <s J s r , tV .n Uh.^ ^ nnl a \ \ |- . o ^ = r^- J 
skilled person reading Agouridas might he motivated to try ketolsdes in the method ofShor. 
but that does not result in the presently claimed invention. An effect on granulomatous 
■I'vm • 5 ^ \o,- <.:<v^ stof ih,e -he;e is an kv,--&< in"; <a eiatek: ae^ea.es- -\ s ! ;,.a 
compounds. The withdrawal of this rejection \$ respectfully requested. 

lr v behr-xed thai tins r<sp<nre ;s hems: ftkd ^ ith ^ —ed lor a three month evulsion 
to tt u - fine. mnMh , tautened neiod f< r r„srvnse. aue a petn\ov >or a ditee r-t»mn es'emvn 
to My SO, 20CXi is included, herewith, along with authorization to charge Deposit Account 1 8- 
1982 for the required fee. It is believed that no additional fee for claims is due as a result of 
the present amendment 

The Applicant respectfully requests further examination of this application, and a 
favorable decision thereon. A prompt Notice of Allowance is rasped fully solicited. If the 
vva'mnal*i.n"*'fh:s^yhcau.H can beeped kd hy a telephone o»*mcrsatton tlx Fxa nma ss 
invited to call the undersigned practitioner, cnllect it necessary, ai t W-'??t-5922. 
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figure Z: Cardiovascular Death, ^yetsriiisi Jrsfareiiors, and Stroke irs INDICATIONS ANO USACE 




AV!X i k' i t' h ■ n , - t <>; 

■ Recent Ms, Rereni Stroke or Sstabllshed Peripheral Arseda? Dsstase 



• A«ste Coronary Syndrome 

wave Mi) if.dtiding f»tie«is who are to be m«r.a$asi medi 
hs< ^ a , ' > >< ' * >- lv ^ )•> 

5 <(;. t i . ik ,]ft »i><" i ^\ < i* si o; ; 

death, ML stroke, or refractory .scfiemia. 
CONTRAiNDi<.\Ek>\S 



Ki<5ted with PLAViX we?f? ttxteper 



WARNINGS 

f . rhrosnbsJtk thrombsevtopes.k pt;rpsis<! {TTP.-: 



fi^Bfe ft.3?atd Sajio fot Pji.ent Sa^ltee Characteristic and Osj- ' '' ;i J Miv \\ ,. ' . - ^ 
S««dy CenranHtani Medi<atiOBS/lBt«rve8t!o8s for the CURE Study f£,*«£' f ^^ 
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PRECAUTIONS 
6enerai 

V t 1 { is 1 \' H i ' i ) t s _ 

< <■ y 1 * <>i 0) s < 

s 4DU^RtACTOv> 

>st ! SO 1 s v i K "s s ^ 

01 Bleeding: irs CAPRSF.. PLAVTX m% associated with a rate. of sprdroli 

s^ s (E s.s t ( sf s , s, ; 

patients who have Sesions with a propensity to bleed teh ;n mem). Druj 



The ij.se of FLAVSX ;o CURS was , 
s , ^ \ i , E , iO si ; 



e PLAVIX group. pat 

-•!<>iot-!-.\ > 0-Of'(V.i< 



Use irs Hepalfcs.ly impaired Patients. 



i Use m Serially-impaired Patients; 

::■! !>t P-0,003). The pora--^=>on. 

•bc-r of :;,s!iof![:. tr.'.tti'o Information for Palien.s 
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-Sakeh. '\' f l « t < \- ,<1 > x ■> - v ^ ■ 

Srtsg Snferaeiions >■ < t 

^ rt < ] s, < (f» t, , t ' ..I'ltl \i I J\ tOI' , \^ ^ ■ ■ 

v hi - < - < tupkiv ' ( i, sv li , ' > <v u >t.!v « <• < " 

' i. t k st i hi ii Or \ \ i s «. ( i w v x »< 

' >- N < , . i ' ' v < t Nsiisspg Mo«he>s 

J > y f x t d n <. si v ) i <■ r s : 

t > t tu t s 3 io f i ^ s r < t t k \ , \ v *' 

( > 1 1 f v ' u s a u ^ i h 1 s .i I < < i < , ) i. t . < , 

v! - HV i t ' .1 1 < t t. I,' K J V ■ ^ 'i t l i J v s , si i «t ,x * 1 - <>,) i I s 

>1 II t s' s i 1 ' It K t 1 t t ! I <• i ts I K t s * p : 

^ ! O- \ " U 0[ \ \ WOiTiilit" 

Noratarotdai Anti-itsfiammatei'y Drugs CNSAIDs): in healthy wlmmta Pediatric Use 

1 1 i M t !<> ^ i 1 (. ( s< J f , s }, , «. iv 

^ . t, S - { - o <s >f x (V s- ,1,1 , \\h t t flKud 



5 K U IsO . - ■> Ml , ■ 

t ) ^ '> s,0 \ s^ i \ \> 1 1 \VA 



phenoSjarbiiss, dtnesldine c.-r estrogen 



enced i)y She to;« 



and over. 

The obswsd dhtereftet dsk of thrombotic events with cl 
aspirin versus placebo plus ammn by age* rategory is P«\ic 
^ € HMCU STL'PKS 1 . > . . \ < — 



%M Ktphi I m 

, , ^ ^ ' pr; ; viii:vi V iyx- ADVERSE I^ACHO?^ 

, , s ' ,t AfJVtRSt REACTIONS 

t i phef S yt«sn, 'V'' 1 - > - - , ^ s 

tammifm, telbutamitle, warfarin, iorsemsde, fSttvastatm, «nrf many ' m $ over {^tiems treated for 1 year or more, s he overall tolerabsiuv 

nsn-steraid^ anti-tsffotn mater? ag€nts { but there a;* no tiara with of PLAVIX m CAPIUE was similar to shaf ala^lrsfi reprdiess oi-a^, g?nder 

' u r\jt vi^ » ;^ tn=-u f , 's ^ sm> t v J- 1 * am' jr> Vvt,*sjv »i-\ ^ v i^ / 

• < v 1 t ! W t >' Sis ">H S ( t 5 < > is . s I ' I n » t < t 

hi Edition to ib<? sbovs spsdfit inaction smdies. patienn entered Averse events observed In CAPRffl and CURE are fti$<ussed below, 
si i ! > s 1 t i u i (! f "f < n ' f ( * M„ j ss ^ } \ t >,)\ 

mdasisng stispetlcs, feeta-febckmg agenb, angiotensin converting «wrhage occutred 8t a ra;o ol 2.0% : 3r«l. required hospitstoiOR in Q.7%. in 
-.a inhibitors, <ai;:i«n; sntagojtish, ihoiesteroS lowering agents, " * s s 

.v,v/.-,3rv vasoaiiatofs, ;i!tiid.t«bs:?.ic jge«i« s. 1 - muIm '- ' ■'>' " 1 a " - v ^ s , , - 

3fitf>pi!spti<3gef!ts s harmcne repiac«tneHt tiierjjpy, hepijms -k ^ v ^ ) . > i 

* s r*i > ( ,J ?SltagOS(H^ < t <i' ' s s i s 

II S I S t f I 1 ( j, t li s> ( f M t t ^ s I s I t s 

t 5 t. IV i. S 1 N t i t ) 1 |> (. t.S t < ( i c f t I t ts 

Its ' t it t i js j u id ^1 > f f > f h < s ! f f s f s i xi 

CiMcs«oger*s»is. Matagfeneiis. Impairment ef FertiiUv Tste Ov^an «Ktdc(».e of ysesbtag ss vi^^ceo \n iofest >0? W«ems 

•r.. 1V . , ... v!< . «•« ■ • . .," ■ • ■ ■ recewms boltt ftAvtx am?3sotrir> m 

v « s ),t v v , > s 1 >v f (> t l| i>K 0 IS s t ^ ' 1 

1 \s t > ( s , i f ) s 

Clop.«iogrel.w*s no! genotoxic it> feur w wYro tests (Antes test, DNA-repair 

s fid nteuphase ■aironiiKorf-e .ieasysla of hitman lymphocytes.} and In nm 
in vm. iost tmlironsicisus test by o f ;st rot its in otiiel 

S ^s > ut - s ^ t ^ ->k ^'d^nv 

> s i t io 5 , - U s> s M r x u t \ > isd 



PLAYS**' 




PLAVIX® 

T^feis 4-. Adverse 5yfc»U Occurring in >2.S?i of PiAViX Patfcnis is; CAPRIE Tabit S: Adverse Svc-nts Occurring in >2.8% of PJ.AVIX Patients ir* <UR£ 

Body Syuem plavsx' Aspirin ~* 8«rfy totem PU«X Hacefcs 

Sveni _ .J^fr.?^.?] |o=95 86| Aiphm}* (~ sspinsr 

£ye«! [«.~S25Si_ 




Po»ta»3!*eaag £xs*rfcscc ^ ^ 8«co«amendatjo»s Albout Specific Treatment 

DOSAGE AND ADMINISTRATION 

v " x ' N ' " N '* s> s Recent Ml Recent Stroke, of Established Periofcera! Arleiiai 

' t<a »f rtrwftewi «*ww ^wtfrn; The recommended <feiiy d<sve of PLAVix K 75 mj » once c^sy. 

.. t \. f . ' Acute Coronary Syndrome 

^ ' ! ' V ! J 1 w i w 1 ) < , ; 

1 t J 1 1 pi H i! <- ' < { 1 ? \ t r< 

5 1 CUNiCAL STUDIES!. 

h * ' K 1 " H l ^ vt , lA , j f ^ 

, , . . . ;: . ' ' rniai Clinka! Pharmacology: Spedal Populous.; 

HOW SUPPLIED 

} siting 5 ^ V ' fO*> t ' J"! ' s V ^ ^ " £ (. » 

> .>/:;>,< and uibcumsom Ir^ue di-ioidm- 'ooK<:. o<H > ^ ij m <<, . ■»{ 

1 1 > t I 'j \ s i| < > f h 5 " 1 H s ^ ls 

• v*sa>ims. mm&mmn Storage 

' " " > Smsol-Mye^ Sqtiibiiftaijofi Plis^masTirtk-ali PaftTOftljip 

• rcyaigw New Yorfe. NY 10016 
OVERDOSAGE 

, ( softofi-synthetabo ^ Stb^a-^.s^ 



